sharply increased risk of cancer of the endometrium. This is largely abated by use of a progestogen for at least 10 days per month. Such long-term estrogen use, whether accompanied by a progestogen or not, may increase the risk of breastcancer slightly, but this is an area of great controversy, at present unresolved. allow close estimation of the relative incidence of a disease in hormone users and nonusers (by means of the odds ratio), even though the actual incidence is not known in either group.
Short-Tenii Estrogen Use
Endomet'rial cancer. Estrogen use for just a few months produces, at most, a very small increase in the incidence of endometrial cancer. Methodological difficulties prohibit us from concluding whether or not the small excess risk seen in most studies is genuine. Use of unopposed estrogens over a period of several years probably increases the risk of endometrial cancer, perhaps by 50% or so [1] .However, even this increase in risk is of relatively small clinical concern, because (a) endometrial cancer is relatively uncommon around the time of menopause, the time when estrogen use is usually initiated; (b)the increase in risk almost certainly does not linger to an appreciable degree once treatment has been stopped [1] ; and (c) endometrial cancer is curable in the very large majority of hormone users who develop it [2] .
Breast cancer. Although the many studies of breast cancer occurrence in relation to hormone use have not produced consistent results, apparently no increased risk is associated with estrogen use that lasts for no more than several years [3] . None of the three most recent large studies of this question found any increase in risk in women who used estrogens for <5 years [4] [5] [6] .
Myocardial infarction. Among the many investigations of hormone use in relation to the incidence of myocardial infarction in postmenopausal women, little attention has been paid to the possible importance of duration of hormone use. In a report from the Nurses Health Study, Stampfer et al. [7] observed a reduced risk of heart attack associated with current estrogen use, but "no notable trends with regard to duration of use." In contrast, the case-control study of Rosenberg et al. [8] noted that the risk of a heart attack diminished with increasing duration of hormone use. Clearly, this important issue needs to be addressed in additional studies.
Fracture. Use of menopausal estrogens for a period not exceeding several years has little or no effect of the incidence of fracture, either while the hormone is being taken or later after it has been discontinued [9, 10] . 
Long-Tenn EstrogenUse

Breast cancer.
Metaanalyses of studies of breast cancer in relation to use of unopposed estrogens suggest that 1-2 decades of use is associated with an increase of -30% in risk of this disease [12] . However, results are considerably inconsistent from study to study [4] [5] [6] . Furthermore, epidemiological studies have difficulty in distinguishing true increases in risk of this magnitude from spurious increases. So, although a true 30% increase in the risk of breast cancer associated with long-term use of menopausal hormones would be quite worrisome (given the frequency and severity of this disease), it is not possible to conclude from currently available data that such an increase in risk is indeed a consequence of hormone use.
Myocardial infarction. There is no dispute among the available studies that long-term estrogen therapy reduces the incidence of myocardial infarction-perhaps by as much as 50%-at least as long as the therapy continues. There is less consensus, however, regarding the presence or size of a lingering benefit of hormone therapy once that therapy has been discontinued.
The magnitude of the reduced risk among current hormone users appears to be greater than what would be predicted on the basis of the changes in serum lipid concentrations that accompany estrogen therapy. Other mechanisms might be responsible for the beneficial effect on the occurrence of heart disease [13] , including enhanced endothelium-dependent vasodilation, vessel wall stability, and formation of collaterals.
Fractures. Both cohort and case-control studies have consistently found that long-term use of estrogens by postmenopausal women is associated with a reduced risk of fracture of the hip, forearm, and other parts of the skeleton [9, 10] . This reduction in risk is substantial (two-to threefold) while a woman continues to take these hormones, but the beneficial effect wanes quickly once the hormone has been stopped. The reduced risk of fracture in current hormone users almost certainly results from the effect of estrogens in maintaining, or even increasing, the bone density of postmenopausal women [14] .
Addition of a Progestogen to Long-TermMenopausal
Estrogen The,py
In an effort to achieve the benefits of long-term estrogen therapy for the cardiovascular and skeletal systems, while minimizing the extra risk of cancer of the endometrium (and possibly breast), many physicians now prescribe a progestogen as well as estrogen for their postmenopausal patients. The progestogen is given either on an intermittent basis, typically 10-14 days per month, or every day. The former approach appears to largely or completely offset the increased risk of endometrial cancer that is present when estrogens are used alone, as long as the progestogen is taken for at least 10 days per month [15] . Intermittent progestogen therapy has been lessextensively studied with respect to breast cancer, and with no clear results: Some studies suggest a small increase in risk [4] , others suggest no increase at all [5, 6] . Intermittent progestogen therapy does not appear to attenuate the beneficial effect of estrogens alone on the incidence of either myocardial infarction [15, 17] or fracture [10] . In the past several years, it has become popular to prescribe a relatively lower dose of a progestogen to be taken daily, along with estrogen.
We do not yet know the influence of this regimen on the occurrence of cancer, heart disease, or fracture.
